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mm 3 ?- 10-3302S4 



mm 1 i mzmmm* 1 o < f g f - 1 

O) *>Wt*?+S+4 MWB*2 (KGF- 

^r* f t l < n-twf+fti . x** & <- >t±M«a£ 
six t±. 1 o ( F G F - 1 o ) * 

wHmuiHBv^Hcv^^ft^ 

ft* tr tire l^ac *«MS«FB*wr*9 ff 
com*****. 3wew«^ff^^«n« 

wife**. ft#*t«*rCft<**. 
[00033 IFftttW^WCIi. St* 4 /I* * : ^ 

^mm^mmtm^mmm. ****** 

4. fcfcitf. ±*«Bfl«l»P (EOF) tt. 

683 5) . hGHfcOWCtt. «ttT*3->HF* 
CWo 9 3/4 6 9 4 3 4. «HPF4 « Bg* ; 
IW. 36£3!t»3. TSKJCttT******** 1 

To 0 04] iwww 1 ^ 0 !: 

io) i±. ^WiiA.co/^-r*^^ 

CWW8-2143783 . flSwWMi F G 



gf- it bmuxx^him^mmmm^ <fg 

F-7) v^6 0%^7S/S5ffi|31ttSrW-ri.. 4fc. 
IZSMMC 7 7' !-(Gruber, J . R • ) (6 
t FGF-10fc|S]fc75/BKfl£='-F-$-*. K 
GF-2»l£*£*ftl^* CWo 9 6/2 54 2 
2: Human Genome Science In 

ntv4t,^C#IS^8-214378) .PBK 
10 0 0 51 

C0006] „ 
G F 7 T 5 . F G F - 1 0 £3iferf»*» 

«o»«fc**. got . GPTi^wn+ffWdr?-* 

[0007] -M**. TBOBWcW* 

( i > mmmmnm^i o ( fgf-i o > 

VHi*5f-/-lM Mt«B^2 (KGF-2) 

( 2 ) Stf'l#^ : 1 S y ffiE5"J*^*S * U 

F t L < UtfOttflB . X*. *> 6 V MiBftaStffrC* 

( 3 ) «»H^*llflBa±****-*'*« 8li ^ 
T'£>& ( 1 ) I 2 > *>fflMl*W« 
[0008] OT. BUfcWHHtWW* . 

tas w-c , r n^^BatiMH^ 1 o ( f g f - 1 
o) hh\w?*;*r4 (kgf- 

2) j ktt 19 9 6^{c#iS^^J:^^^ $ ^ F 

G f 7 r s 'J -nmmmwi- c ^s^s - 21437 

8)t'. B*H»: 1^TS7KE? | 15:*'-^ FRSK 
t'ti FGF-l 0 BP^- : 1 ^ T 

t^-c . r f g f - 1 o j t ®m 

^8-21437 8^W«WC***lTV^. 
[0009] *«. 3QKFGF-10Ji««t*t4^ 

nmsmmitrfrn'o. fgf-io^^ 
ttttitwrt. *fc. FGF-l 

f&tLXlt. (1) K5W»: lcr,40ao^fvy 
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1#Pff|-T 10-3302S4 



( L e u 4 0 ) 0 . 2 0 Sffi-t 'J >' ( S e r 2 

OS) tc^b-M 697iyi2^^>VN-7«. fcckt/. 

( 2 ) 6 9 (u-t '.) >' ( S e r 6 9 ) (C^i D . 2 0 8(4 
•fe'jy (Ser20S) C&toS 1 4 0 T 5 /ISO;? y 
#Jll££>] B flLT^I>A\ -LK<7><fc otCFGF- 

[0010] W^sci^T . rjfpaiiasfi^lj t 

$£-?—?j—t LX . TI£^Mi*^^W^ni» 
i)\ Zixlzm^ti^^XU^. ffr£.*.i: LTti. 

if) - (fPfeSffifc. «KOK!*tBSW)lff^^ 

if) . M&S&ZWWfktib. 

GOT ( = AST) :TXrty*?yWr$.S}-5V*7 

i7-t' 

GPT ( = A LT ) :Ty=.yT^yhyyX7xy- 
r-GTP : r-/^5;Uh7yx^Tf-y— fe' 

ALP : TWJ7*X7r?-fe' 
LAP : 0>f ^yTi/^T^-f— fe" 
[0011] (Sit) *fKB<08F«B&«»lKW^*F 
GF- 1 0(i. HWO^llvSttSr^-f iOTWUf . ^ 

F G F - l 0 co£MJ}fet L 

Tti. (1) FGF-10M«WK(?)tta, (2) 

fgf — i os&uffl (®w%m®M*?mmm 

Itfc J: t/tttiJ. ( 3 ) £8U DNA ZmX Lfc»±*0S 

ot^sfc i^taa^wti fens**, hrwjch;. 

( 3 ) ffl&iD N AfcaALfeffl^fc^aWttdte 
mZMLX^Z. ffl«ia«t:J:4FGF-10<?)tBt 

^*OTc«*fcEttr*a f . Baa. #$¥8-2 

14 378fc§SttS*i."0>4. 
[0012] («8UIg) : 2T*Sil4D 

NAE5IJ2-S-OFGF- 1 O^cDNAJ:^??- 

S b'^r-i^Sffcfit&a 5 . Wx.(f. TcBISEfefcOp 
B R 3 2 2 . PBR325 (-/-y (Ge ne) 4tl 
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—v jy (Biochem. Biophys. Res. 
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m. muz. nan- • ;vf -tv v- 3 c V s 

-y(Gene), 10| 6 3 5 ( 1 9 8 0 ) ) fcJ: 
yf D N AtgSK#lite£S; (rny-f < v?X #7* 
fyat./P 7*fi- ;+7"-<MxyX (Proc. 
Natl. Acad. Sci. USA) 7 4*5 6 OH 

(1 977)) SrfflO. Bfao^o-ysrigas-rs. £ 
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*>"C"* . mmzsmmmt ixm^hwm u\ 
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j^tffrMiS. .r^fc8?CJ:9. ffF$fflKt±MI. H£ 

o y^f§^JffMI£§l#]£: ftfffl ^STC* & . 
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3) zmwmmLtz. nhtitzm&L9v-><no*><n 
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->tz. 
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m 1 £3tfTBi3tft5 0 0m 1 x 4 3 7 S C 

tffifc 9*SitL£. OD 6 0 0 = 0 . 8izmttZ^AV 

iPTG£««a*#lmMfcfr*J:5fc*toU «* 
?S££ 2 8 "CtcTtf t S <o 1 6 BftSPgS gam L£ . 

[0022] (i&mm mmiz&MMu nhti 

itiM50mMTris-HCl, pH8. OlZX 1 
ElifofL, ImM EDTA, 2jug/mlD^rf 
>\ 2/£g/ml^?fy. ImM PMSF^ 
tf50mMTris-HCl, pH8. 0£SSL£. 

m^mmizji'omftzmftL. < 12-21 

M / E W^aBMrfSfcT JA-20n-^Il» 
.T. 15OOO0C-ClB«B*M«-f*£i:teJ: , )± 
?fS-S?KL/i. H i Tr ap Heparin5ml 
^1 : o b/o b7W«GOT, 



) Wl 0-3 30 2S4 

C 7 t /!•••? > Ttt J r 5 0 m M T r i s - H C 1 . p H 
8. OTTBWfcU 7t(C|igiiL^a(*KKi±?t^77 , 7 
-f Uc. I^T5 0mMTris-HCl, pHS. 0 
t-SffflfllO a 2 6 0 y -f y £MS £ Ti5tr# L£ 

ft. iMlWfcNaC I SK43S& 3M£T*iiHl3-tt4.r 
«aS*fflLfc. am^th FGF- IOC 
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(ait»aiS*ifc. =5rfc. }7ii»i2m "1 /fl-df-sfc. 
[002 3] (im) *»W)FGF-1 0SJW*>3 

*» . ft^fl^^r t <r>x-h h ZTiks-mKm/mtummm 

(l)»Sa»£FGF-10 : lmgCttL. /'J^ 
yO. 34mg, 7>^l — /l^9mg, *ytt#® 
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tzK&xotzvmt. fgf- 1 07mmz'&&. 
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n 8 0 lOmM'J yl?*S®$ ( P H 7 . 0 ) 
TFGF— 1 0£5mg/m 1 iZZhtolZlSmitz. 

gfrvf, vy-h-Hi Omg/mii:^^J:?(:rs 

jot. fgf-1 07k?§&£'#&. Jiawc^r/^ 
mm*%z>. fur^mzmmim^t. n&tt. 

[0 0 24] (MMfflM) — S¥5C<7)iE^'7'7X CC 5 
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tt] lfcJ;y>'5mg/kgcOFGF- 
10Sr-H-EI-jilWSt4Lfc («Brt*ft4) . -Bl 
0EOSEpM?IS«o b e s e ( o b/o b ) -?*7X 
(C57BL/6 J-Le P <ob>. flttt. 63i» : 
B3ts-f-^— /UX'JA— ft, Jackson labor 
atory) *S*flatS*. l*iJ:tf5mg/kg<0 
FGF-1 0^-B-@ZiliaS4Lfc (ATtt4) . 
«S8» (N = 1 0 ) Kl±£Jl£S**S#-Lfc. 
-B5EOiE^V>7^ CC57BL/6N, tttt. 5iS 

l/5rag/kg<7)FGF- 1 0 £- 3-0-51^54 L 

Biatlllltf^ttlRiOfiUfcL. HvfSrtt^. m+GO 
T. GPT. ALPfciUfLAPjgJgJi. -efl-mfifflt 
*^I6^fl??a»»«f«JiCHEMl CGOT. GP 
T ; UV^. ALP ; p-ahD7iy-^S. LA 
P; ^-p-ihDT-'J HS. AMX/U 

It] Srffl^TWtLfc. 

[00 2 5] FGF- 1 0$rffl^T#A>ii7t*£S$:^l 
~«4t^-r. xf-i— ^yhtwg(cj:0. fgf- 
1 0ft4Rt«!HlP«>ffv-^-<O«|3l«:««L3t. 

PT 
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ftBBT 1 0-3302S4 



(U/l : ^(I±SD) 



[0026] 



[00 27] 



[0028] 



ttHff 

FGF- 

FGF- 



10 ( lmg/kg)ft4B 
1 0 ( 5mg/kg) S4» 



GOT 
260±4 
1 80±S2 
1 37± 1 1 5 
* * : p< 0 . 



OPT 
2 7 0 ± 5 
2 3 3±1 57 
1 55±1 40 
0 1 



312 : lEST^X^GOT. GPT 



FGF-1 0 ( Img/kg) ft-M¥ 
FGF- 1 0 ( 5mg/k g ) ft4S¥ 



!3:ob/ob7»)^ALP, LAP 



(U/l : ^%(I±SD) 



GOT 

4 6±4 

5 3±3* 
4 5±5 

* : P<0. 0 5 



GPT 
26±5 
30x6 
2 1 ±2 



mm 

FGF-1 0 ( lmg/kg)8W 
FGF-1 0 ( 5mg/kg) ft** 



H4 :IESV^XC7)ALP, LAP 



(U/l :f%fi±SD) 
ALP LAP 
2 1 9 ±2 1 S5±5 
14 1 ±28 7 1±5 

106±33** 68±1 3 
* * : p<0. 0 1 



(U/l :T**±SD> 



ALP 
1 80±2 1 
1 80±1 8 
172±1 5 

mm 



FGF-10 ( lmg/kg)fM 
FGF-1 0 ( 5mg/kg) ft4f¥ 
« 1 BBrT i 3 FGF— 10 tftS-Silfc^ 

[0029] mm^r : 1 
BHOJtS : 2 0 8 

Met Trp Lys Trp lie Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 
15 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin .Asp Met Val Ser Pro Glu 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Vai Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 30 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 

He Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 



LAP 
44±5 
45±2 
43±3 



9 



( 6 ) 



«BBT 1 0 - 3 3 0 2 S 4 



„5 120 125 

Asn Tyr Tyr Leu Ala Met ten Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 

Glu Phe Asn Asn .Asp Cys Lys Leu Lys Glu Arg lie Glu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 1S5 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
19 5 200 205 

[oo30]bh#*:2 ^r: :t ;; A 

B»*>*«:690bp cDNA 

mm 

CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 5S 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 

GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 

CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 

GTC AGC GGG ACC .AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 

ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 

TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 

AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 
AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAGAG 684 

690 

GAAGGC 



[*0«a!*]oo29 

[0029] 4W5:th 
IS?'] 

Met Trp Lys Trp lie Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 
1 5 10 I 5 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 



(7) ftBJTl 0-3 30284 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly .Asp Val Arg Trp Arg 
65 70 75 80 

m&B] ¥£1 1 SB [«E4tft«§«] 0029 

i ffliE ] mm [ ffliErt^ ] 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys lie Glu Lys .Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 

He Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Gly 

145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His .Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg .Arg Gly Gin Lys Thr 

ISO 1S5 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 

195 200 205 

[«ajH3 ¥1*1 O^SU 183 : 6 90b P 

[Jf IE*t»*B*] 0 0 3 0 K*n>?- : ififtR 

imjEum sse sm<own c dn a 

[0030] ffi*]#^ : 2 : b h 

CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 

GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 

CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 

tisajBi ¥*i o^8^i 8B iWEomms^} 0030 

[ mx%mm> 3 w [ ms.^ i 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 

GTC AGC GGG ACC AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 

ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 

[t£fta]«i o^s/? i8B imiEtff&m*] 0030 

TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 
AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 



( 8 ) 1 0-3 3 0 2 S 4 

GTG GCA TTCi AAT GGA AM GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 
AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAG AG 684 

GAAGGC 690 



(51) Int. CI. 6 HWQi» PI 

C12R 1:19) 



